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UNIVERSXTEIT GENT 



1 . [^1 ] hfi applicant is hereby notified :hat l'ne international search repor: and the written opinion of the I'lternaHonnl Searching 

Authority have been established and are transmited herewiir.. 

Filing of amendments and statement under Article 19; 

The applicant is orilftlcd, if ho so wishes, to amertf thfi claims of the Internalicjnat Application {see Rule 46): 
When? The time limit for filing such amendments is normally ? mom Ik* fro-sn. tine date of transmittal of the 
International Search Report; however, for more details, see the nates on the accompanying sheet. 

Where? Direotlv to the International Bureau of WiPQ, chemin des ColomtwWfls 

1211 Geneva 2 1), Switzerland; Fascimile No.: (41 -22) 740. 14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

2. ! : The applicant is hereby rxjli^cd that no tmernaticnal search report will be established and that the declaration under 
' — " Article 17(?)(a) lo that effect and the written opmioi of the International Searching Authority are transmitted herewith. 

3. : , : With regard to the protest against paymenr of [an) additional fee(s) under Rute 40.2, the applicant is notified [hat. 

\ I the protest together with the decision thereon has been transmitted to the International Bureau together with the 

" applicants request to forward the texls of both the protest and thy deeision thereon to the designates Offices. 
r~] no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Reminders 

Shortly after the expiration of 18 months [rem me priority date, the international application will be published by the 
International Bureau. \l Ihe applicant wishes to avoid or postpone publication, a notice of withdrawal of the international 
application,. or of the priority claim, must reach the International Bureau as provided in Rutes 905/5,1 and 906/5.3. respectively, 
before the completion of the technical preparations for intemat : onai publication. 

The applicant may submit comments on an informal basis on the written opinion of the International Searching Authority to the 
International Bureau. The International Bureau will send a ccpy of such comments to atJ designated Offices unless an 
international preliminary examination report has been or is to be established. These coin merits would also be made available to 
the public but not before the expiration of 30 months from the priority date. 

Within 19 months from the priority dale but only in respect of some designated Offices, a demand for international preliminary 
examination must be tiled if the applicant wishes to postpone the entry into the national phase until 30 months from the priority 
d«te (in seme Offices even later): otherwise, the appiicart must within 20 months from me priority date, perform tho prescribed 
acts for entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months for lalcr) will apply even if iio demand is filed within 19 
months. 

Sec the Annex to Form PCT/IB/301 and, fordetails about the applicable time limits. Office by Office, seethe PCT Applicant's 
Guide, Volume H t National Chapters and the WIPO Internet site. 





Name and mailing address of :he International Searching Autnonty 
"^v" European Patent Office, P.B. SB 18 Patentlaan 2 

NL.-22B0 HV Rijswijk 
Wfj Tel. (+31-70) 340-2040, Tx. 31 651 epo rJ, 
^ Fa* - ( i :i 1 -70) 340-301 6 


Authorized officer 
Maria Brandt 



Form PCT/ISA/220 (Jan jary 2004) (See notes on accompanying sheet) 



NOTES TO FORM PCT/ISA/220 



T'riese NijIg-k are intended to give the basic instructions concerning tie filing of amenc merits under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and Che Ad mini strati ve Instructions 
under that Treaty. In case of discrepancy be:ween these Notes arid tnose requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication otWiPO. 

In these Moles, "Article", "Rule", and "Section -1 refer to the provisions of the PCT ; the PC I Regulations and tile PGT 
Administrative 'riaJructions, respectively, 

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report and the written opinion of the International 
Searching Authority, one opportunity 1o amend the claims of the international application. 11 should however be emphasized 
thai, since all parts of the international application (clajm^description and drawings) may be amended during ;he 
international preliminary examination procedure, there is usually no need to file amendments of the claims under Article 19 
except where, e.g. the applicant wants the latter to be published for the purposes of provisional protection or has another 
reason for amending the claims before international publication. Furthermore, il should be emphasized that provisional 
protection is available in some States only (see PGT Applicant's Guide, Amcxes 31 and B2). 

The attention of the applicant JS drawn lb tho fact that amendments to the da-rn$ under Article 19 are not allowed where 
the International Searching Authority has declared, under Article 17{2), that no international search report would be 
established (see PCT Applicant's Guide, Volume l/A, paragraph 296;. 



What parts of the international application may be amended? 

Under Article 19, only the claims may be amended. 

During the Internationa? phase, 'he claims may also be amencec (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts ot the international application may be amended under Article 28 
or, where applicable, Article 41 , 



When? Within 2 months from the date of transmittal of the international search . r epo-t or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted; however, that the amendments will be considered 
as having been received on lime il they are received by the International RurHnu alter the expiration of the 
applicable time limit buL before the completion of the technical preparations for international publication 
{Rule 46-1). 



Where not to file the amendments? 

The amendments may only be filed with the Internationa] Bureau and not with the receiving Office or the 
International Searching Authority (Pule 46-. 2). 

Where a demand for international preliminary examination has been.'is liled : see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one crrnore of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which H on account of an amendment or 
amendments, differs- from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases whore claims are renumbered, thsy must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments m ust be made in the language in which the international application is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205{b)): 

The am end men Is must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 19(1)" (see below, under "Statement under Article 19(1)")- 

The letter must be in English or French, at the choice of the applicant. However, if the language of the 
international application is Engitsh, the letter must be in English; if the language of the International application 
Is French, the letter must be in French. 
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Applicant's or agent's file reference 
R3 07 4 - PCT 


FOR FURTHER SGG Form pcT/iSA/220 

ACTION as well as, where applicable, item 5 below. 


International application No. 


International filing date (dayAnonth/year) 


(Earliest) Priority Date (day/month/year) 


PCT/BE20G4 /G00142 


06/10/2004 


06/10/2003 


Applicant 






UWIVEKSITEIT GENT 






This International Search Report has been prepared by this International Seeching Authority and is transmitted to The applicant 
according to Article 18. A copy is being transmitted tc the International Bureau. 


Thi* frt^mstinnal Ses^h Report consists of a lolai of 7 ..... ... sheets. 

[x] Et is also accompanied by a copy of each prior art document ched in this 


-eport. 



1 . Basis oi the report 

a. Wilh regard to the language, the international search was carried out on me basis of The international application in the 
language in which it was filed, -unless otherwise indicated under this item. 

j 1 The international search was carried out on tine basis of a translation of the international application furnished \ 
this Authority {Ru!e 23.1(b)). 

b. [x] With regard io any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 

2. j Certain claims were found unsearchable (See Box II). 

3. [xj Unity of invention is lacking (see Box III), 

4. With regard to the title, 

|Y] ths text is approved as submitted by the applicant. 

[~] the text has been established by this Authority to read as follows: 



5. Wrth regard to the abstract, 

[x] the text is approved as submitted by the applicant, 

j~j the lext has been established, according to Rule 38.2(b), by this Authority as i- appears in Box No. IV. The applicant 
may, within one morith from the -date of mailing of this international search report, submit comments to this Authority. 

6. With regard to the drawings, 

a. the figure c-f the drawings to be published with the abstract is Figure No. . 

| as suggested by the applicant. 
[ ] as selected by this Authority, because the applicant failed to suggest a figure, 
| i as selected by this Authority, because this figure better characterizes the invention. 

b. \x] none -c-f the figures is to be published with the abstrtcb 



Perm PCT/I3A/21 0 (first sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/3B2004/0OO142 



Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1 .b of the first sheet} 



I . With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, the international search was carried out on the fcasis of: 

a. type of material 

[j£ | a sequence listing 

j | tab!e(s} related to the sequence listing 

b, format of material 

[ %j in written to rrnat 

j X | in computer readable form 

Li rrts of filing/furnishing 

j~X | contained in the international application filed 

j | filed together witn ihe international application in computer readable farm. 
| X J furnished subsequently to this Autncrity for th° purpose of search 

2 \ I in addition in the case that more than one version or cony of a sequence isiing and/or table relating thereto has been filed 

1 1 or furnished, the required statement that the Information, in the subsequent or additional copies identical i» mat in thc- 

application as filed or does rot go beyond the application as filed, as appropriate, were furnished. 

3. Additional comments: 



Form PCT/ISA/21 0 (continuation of first sheet (1 )) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International Application No 

PCT/BE2O04/OGO142 



Iprf ,nC W 3 W CTW ToTN43/0Q A61K31/70 CG7H21/02 C07H21/04 
C07H21/90 

According to International Patert Classification (IPC) or to both national clasajfjcation and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification! system followed by classification symbols) 

IPC 7 C12N A61K GQ1N 

Documentation searched other than -minim urn documentation to the extent that such documents &ns included In the fields ssarctied 
Electronic data base consulted during the international search (name of data base and, where practical search terms used) 

EPO-Internal , Sequence Search, BIOSIS, MEDLINE, EM BASE, WPI Data, CHEM ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 


Citation of documenU with Jnelcation, where appropriate, of the re levant passages 


Relevant to claim No. 


Y 


MIRAGLIA L ET AL: "INHIBITION OF 
I NTERLEUKIN-1 TYPE I RECEPTOR EXPRESSION 
IN HUMAN CELL-LINES BY AN ANTI SENSE 
PHOSPHOROTHIOATE OLIGODEOXYNUCLEOTIDE" 
INTERNATIONAL JOURNAL OF 
IMMUNOPHARMAC0L0GY, ELMSFORD.NY, US, 
vol. 18, no. 4, 1996, pages 227-240, 
XP001OG2842 
ISSN : 0192-0561 

Abstract; Experimental procedures; p. 228, 
under "cell culture and oigonucleotide 
treatment of cells and Analysis of I L-l 
receptor, type 1 and ICAM-1 mRNA levels; 
Table 1 p. 230; Discussion. 

-/- 


1-19,36, 
37 


ft Further documents are listed In the continuation of box C, 


)( Patent f ami 1 y members are listed in annex. 


G Special categories of cited documents : 

"A p document defining the general slate ol the art which is not 
i considered to bo of particular relevance 

"E" eatiier document but published on or after the intemalion-al 
filing date 

"L" document which may throw doubts °n priority claim(s) or 
which, is cited to establish the ps ltd i cation date ol another 
citation or other special reason (as specified) 

"0" document referring to an oraf disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date- claimed 


"T 1 later document oubllshed after the intemationa! filing date 
or priority date and not in conflict with the application but 
eked to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
invoke an inventive step when the document is taken alone 

y document of particular relevance; the claimed invention 

cannot be considered to involve an inventive, step when the 
document is combined 'with one or more otner sucn doci> 
(rents, such combination being obvious to a person skilled 
in The art, 

document member of the same patent family- 


Date of the actual completion of the international search 


Date of mailing of the international search report 


16 February 2005 


13. 09.05 




Name and mailing address of the ISA 

European Patent Office, P.-3. 581 8 Patentiaan 2 
ML - 2280 HV Rijswijk 
Tel. [+31-70) 340-2040, T*. 31 651 epo r*i. 
Fax: [+31-70) 340-3016 


Authorized officer 

Bretherick, J 
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Inter national Application No 

PCT/BE2G34/0QG142 



C-(ContinUation) DOCUMENTS CONSiDERED TO BE RELEVANT 



Category * 



Citation of document, with indication, where appropriate , of the relevant passage-s 



I Relevant to claim No. 



US 5 856 099 A (MIRAGLIA ET AL) 

5 January 1999 [1999-01-05) 

Columns 1 and 2, Examples 1-5, Table 1; 

Example 6-9. 



BURCH R M ET AL: "OLIGONUCLEOTIDES 
ANTI SENSE TO THE INTERLEUK1N 1 RECEPTOR 
MRNA BLOCKTHE EFFECTS OF INTERLEUKIN 1 IN 
CULTURED MURINE AND HUMAN FIBROBLASTS AND 
IN MICE" 

JOURNAL OF CLINICAL INVESTIGATION, NEW 
YORK, NY, US, 

vol. 88, October 1991 (1991-10), pages 
1190-1195, XPO00925602 
ISSN: 0021-9738 

Abstract; p. 1191, RH column, 2nd 
paragraph; Figs. 1 and 2; Discussion, esp. 
1st 3 paragraphs. 



DEM0OR J M ET AL: "ANTI SENSE NUCLEIC 
ACIDS TARGETED TO THF THYMIDYLATE SYNTHASE 
{TS) MRNA TRANSLATION START SITE STIMULATE 
TS GENE TRANSCRIPTION " 

EXPERIMENTAL CELL RESEARCH, SAN DIEGO, CA, 
US, 

vol. 243, 1998, pages 11-21, XP002923758 
ISSN: 0O14-4827 

Introduction, Fig. 1; Results 1 1st 
paragraph; paragraph bridging pp. 14 and 
15; p 18, LH column, 2nd sentence. 



1-19,36, 
37 



1-19,36, 
37 



1-19,36, 
37 
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INTERNATIONAL SEARCH REPORT 

Inform at ion on patent family members 



International Application Nd 

PCT/BE2G04/GG8U2 



Patent document 
cfted in search report 


Publication 
date 




Patent family 
rrsember(s) 


Publication 

1 date 

j 


US 5856099 


A 


05-01-1999 


All 


2993397 A 


09-12-1997 



EP 

WO 



0928419 Al 
9744656 Al 



14-07-1999 
27-11-1997 



i 

! 

I 
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INTERNATIONAL SEARCH REPORT 



'International application No. 

PCT/BE2Q04/G0Q142 



Box 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article I7(2)<a) for the following reasons: 
1< Claims Mas*: 

because they relate to subject matter not required to be -searched by this Authority, namely: 



2. Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 

an extent that no meaningful .International Search can be carried out, specifically: 



3. CEaims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box III Observations where unity of invention is lacking (Continuation ot item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 



1 . [ 1 As all required additional search fees were timely paad by the applicant, this International Search Report covers ail 
' 1 searchable claims. 

2. | j As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. | I As only some of the required additional search fees were timely paid by the applicant. 
I— I covers only those claims for which tcos were paid, specifically claims Nos.: 



this International Search Report 



quently, this International Search Report Is 
os.: 



4. y No required additional search fees were timely paid by the applicant Conseque 
restricted to the invention first mentioned in the claims; it rs covered by claims N 

1-19, 36, 37 



Remark on Protest j " | The additional search fees were accompanied by the applicant's proiest 

[~3 ^° P rD * es * acc0iTI P ar| i e ^ t nfi payment of additional search fees. 



Form PCT7ISA/210 {continuation of first sheet (2)} (January 2004) 



Internationa! Application No. PCT/ BE2QG4/ 9G9142 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



This International Searching Authority found multiple (groups of) - 
inventions in this international application, as follows: 

1. claims: 1-19, 35,37 

In vitro method for increasing the synthesi sof extracellular 
matrix compounds in a cell population by inhibiting the 
expression if IL-1R1 characterised in that it comprises the 
step of contacting the cells with an IL-1R1 exon-bridging 
anti sense oligomer; anti sense oligomers for this purpose; 
their use in the preparation of medicaments. 



2* claims; 20-35 

Methods for the in vitro modulation of the expression of a 
target gene in a cell population with an anti sense oligomer 
characterised in that mature mRNA function is inhibited by 
contacting the cells with an exon-bridging anti sense 
oligomer directed against said mature mRNA; method of 
producing an exon-bri dging anti sense ol igomer for the 
inhibition of expression of a target gene. 



